Normal cellular response to chemoattractant signaling. 
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Ihhibitors of cADPR production 
by CD38 prevent capacitative 
Ca2+ entry and chemoattractant 
induced migration 
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Proteins that regulate CD38 enzyme activity (screens will 
identify compounds that activate or inactivate these proteins) 




Proteins that regulate CD38 expression (screens will 

identify compounds that activate or inactivate these proteins) 




Alternative substrates for CD38 may 
generate inhibitors of cADPR and 
prevent capacitative Ca2 + release 




Inhibitors of cADPR binding 
block capacitative Ca2+ influx 
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A. PMN 



naive CD4 into WT 



primed CD4 into WT 



naive CD4 into CD38KO 



primed CD4 into CD38KO 
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naive CD4 into WT 



primed CD4 into WT 



naive CD4 into CD38KO 



primed CD4 into CD38KO 
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GGAAAGAACG TAGACATATA TTGTTATATA GATTTGTTCA CTTATTTTTX; 



GGAAAGAACG TAGACATATA TTGTTATATA GATTTGTTCA GTTATTTTTC 



AGAATCTTlT AMTTfeAAATA 
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ATGATGAACG TAATATTGTT TCTTACTTTA 



ACAATCTTTT AATTCAAATA ATGATGAACG TAATATTGTT TCTTACTTTA 



TCAAATATTT TTGTCTTTAA CTCTGCACAA CATCAAATAA ACTTACTTAG 



TCAAATATTT TTGTCTTTAA CTCTGCACAA CATCAAATAA ACTTACTTAG 



TGAAATAGTA CAATCACGAT GTACTCAGTG GAAGGTTGAA CATGGAGCTA 



TGAAATAGTA CAATCACGAT GTACTCAGTG GAAGGTTGAA CATGGAGCTA 



CTAATATAAG TTGTAGTGAG ATCTGGAATT CATTTGAAAG CATTTTACTT 



CTAATATAAG TTGTAGTGAG ATCTGGAATT CATTTGAAAG CATTTTACTT 



TCAACTCATA CTAAATCAGC ATGTGTTATG AAATCAGGGT TATTCGATGA 



TCAACTCATA CTAAATCAGC ATGTGTTATG AAATCAGGGT TATTCGATGA 



TTTTGTTTAT CAATTGTTTG AATTGGAACA ACAACAACAA CAGCGACACC 



TTTTGTTTAT CAATTGTTTG AATTGGAACA ACAACAACAA CAGCGACACC 



ACACAATTCA AACGGAACAA TACTTCCATT CTCAAGTGAT GAACATCATT 



ACACAATTCA AACGGAACAA TACTTCCATT CTCAAGTGAT GAACATCATT 



CGTGGAATGT GTAAACGTCT TGGAGTATGT CGTTCTCTAG AAACTACATT 



GGAGTATGT CGTTCTCTAG AAACTACATT 

CGTGGAATGT GTAAACGTCT TGGAGTATGT CGTTCTCTAG AAACTACATT 
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TCCAGGATAT CTGTTTGATG AATTGAATTG GTGTAATGGC AGTTTAACAG 



TCCAGGATAT CTGTTTGATG AATTGAATTG GTGCAATGGC AGTTTAACAG 
TCCAGGATAT CTGTTTGATG AATTGAATTG GTGTAATGGC AGTTTAACAG 



GCAACACAAA ATACGGGACT GTATGTGGAT GCGATTATAA AAGTAATGTT 



GCAACACAAA ATACGGGACT GTATGTGGAT GCGATTATAA AAGTAATGTT 
GCAACACAAA ATACGGGACT GTATGTGGAT GCGATTATAA AAGTAATGTT 



GTTCATGCGT TCTGGCAAAG TGCTTCGGCT GAGTATGCCA GGAGAGCATC 



GGCT GAGTATGCCA GGAGAGCATC 



GTTCATGCGT TCTGGCAAAG TGCTTCGGCT GAGTATGCCA GGAGAGCATC 
GTTCATGCGT TCTGGCAAAG TGCTTCGGCT GAGTATGCCA GGAGAGCATC 



TGGTAACATC TTTGTGGTAC TGAATGGCTC GGTCAAAGCT CCATTTAATG 



TGGTAACATC TTTGTGGTAC TGAATGGCTC GGTCAAAGCT CCATTTAATG 



TGGTAACATC TTTGTGGTAC TGAATGGCTC GGTCAAAGCT CCATTTAATG 
TGGTAACATC TTTGTGGTAC TGAATGGCTC GGTCAAAGCT CCATTTAATG 



AAAATAAAAC TTTTGGAAM ATAGAACTAC CATTGGTTAA AACATCCTCG 



AAAATAAAAC TTTTGGAAAA ATAGAACTAC CATT-GTTAA AACATCCTCG 



AAAATAAAAC TTTTGGAAAA ATAGAACTAC CATTGGTTAA AACATCCTCG 
AAAATAAAAC TTTTGGAAM ATAGAACTAC CATTG-TTAA MCATCCTCG 



AGTACMCM TTMCAGTGA MTTAGTTCA TAGTTTGGM GATGTAMTA 



AGTACMCM TTMCAGTGA MTTAGTTCA TAGTTTGGM GATGTAMTA 
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AGTACMCM TTMCAGTGA MTTAGTTCA TAGTTTGGAA GATGTAMTA 



ACCGACAMC ATGTGMTCG TGGAGTCTGC MGAACTTGC AMCAAGCTG 



ACCGACAMC ATGTGMTCG TGGAGTCTGC MGMCTTGC AMCMGCTG 



ACCGACAMC ATGTGAATCG TGGAGTCTGC AAGAACTTGC AMCAAGCTG 



MCTCTGTAC ATATTCCTTT TCGTTGCATT GACGATCCTT TAGAGTTCAG 
AACTCTGTAC ATATTCCTTT TCGTTGCATT GACGATCCTT TAGAGTTCAG 



AACTCTGTAC ATATTCCTTT TCGTTGCATT GACGATCCTT TAGAGTTCAG 



ACATTATCM TGCATTGAM ATCCTGGCM ACMCTATGT CAGTTTTCAG 

ACATTATCM TGCATTGAAA ATCCTGGCM ACMCTATGT CAGTTTTCAG 
ATTGAM ATCATGGCM ACMCTATGT CAGTTTTCAG 



ACATTATCM TGCATTGAM ATCCTGGCAA ACMCTATGT CAGTTTTCAG 
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CTTCGACGAG GTCAAACGTC GAGACATTAC TCATACTTTT TCCGCTAGTC 



CTTCGACGAG GTCAAACGTC GAGACATTAC TCATACTTTT TCCGCTAGTC 
CTTCGACGAG GTCAAACGTC GAGACATTAC TCATACTTTT TCCGCTAGTC 

CTTCGACGAG GTCAAACGTC GAGACATTAC TCATACTTTT TCCGCTAGTC 
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ATTTGTTTAA CTTTTTATAC TTCCATGAAT TGAAATAACT TTTCAGAACT 



ATTTGTTTAA CTTTTTATAC 
ATTTGTTTAA CTTTTTATAC 



TTCCATGAAT TGAAATAACT TTTCAGAACT 
TTCCATGAAT TGAAATAACT TTTCAGAACT 



ATTTGTTTAA CTTTTTATAC TTCCATGAAT TGAAATAACT TTTCAGAACT 
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AAACTTTGAA CAGAGAAAGA 
AAACTTTG 



GAACAATGAT AATAAAGGAA TAGGCCATTA 



AAACTTTGAA CAGAGAAAGA GAACAATGAT AATAAAGGAA TAGGACATTA 
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GGAAAGAACGTAGACATATATTGTTATATAGATTTGTTCAQTTATTTTTCACAATCTTTTAATTCAAATA 70 
ERT. TYIVI. ICSVIFHNLL1GI 

'ATGATGAACGTAATATTGTTTCTTACTTTATCAAATATTTrTGTCTTTAACTCTGCACAACATCAAATAA 140 
MMNVILFi-TLSNIFVFNSAGHQI 

AC TT AC TT AG TG A AATAGTACAATCACGATGT AC TC AG TGGAAGGTTG A ACATGGAGC TAG TAATATAAG 210 
NLLSE I VQSRCTQWKVEHGATNf S 

TTGTAGTGAGATCTGGAATTCATTTGAAAGCATTTTACTTTCAACTCATACTAAATCAGCATGTGTTATG 280 
CSE IWNSFESILLSTHTKSACVM 

AAATCAGGGTTATTCGATGATTTTGTTTATCAATTGTTTGAATTGGAACAACAACAACAACAGCGACACC 350 
KSGLFDDFVYQLFELEGGQQQRH 



ACACAATTCAAACGGAACAATACTTCCATTCTCAAGTGATGAACATCATTCGTGGAATGTGTAAACGTCT 420 
HT EQTEQYFHSQVMNI IRGflCKRL 

TGGAGTATGTCGTTCTCTAGAAACTACATTTCCAGGATATCTGTTTGATGAATTGAATTGGTGTAATGGC 490 
GVCRSLETTFPGYLFDELNWCNG 



AGTTTAACAGGCAACACAAAATACGGGACTGTATGTGGATGCGATTATAAAAGTAATGTTGTTCATGCGT 560 
SLTGNTKYGTVCGCDYKSNVVHA 

TCTGGCAAAGTGCTTCGGCTGAGTATGCCAGGAGAGCATCrGGTAACATCTTTGTGGTACTGAATGGCTC 630 
FWQSASAEYARRASGN 1FVVLNGS 

GGTCAAAGCTCCATTTAATGAAAATAAAACTTTTGGAAAAATAGAACTACCATTGTTAAAACATCCTCGA 700 
VKAPFNENKTFGK TELPLLKHPR 

GTACAACAATTAACAGTGAAATTAGTTCATAGTrTGGAAGATGTAAATAACCGACAAACATGTGAATCGT 770 
VGGLTVKLVHSLEDVNNRQTCES 

GGAGTCTGCAAGAACTTGCAAACAAGCTGAACTCTGTACA rATTCCTTTTCGTTGCATTGACGATCCTTT 840 
WSLQELANKLNISVH I PFRC 1DDPL 

AGAGTTCAGACATTATCAATGCATTGAAAATCCTGGCAAACAACrATGTCAGTTTTCAGCTTCGACGAGG 910 
EFRHYQC I ENPGKGLCGFSASTR 

TCAAACGTCGAGACATTACTCATACTTTTTCCGCTAGTCATTTGTTTAACTTTTTATACTTCCATGAATT 980 
SNVETLLILFPLVfCLTFYTSMN 

GAAATAACTTTTCAGAACTAAACTTTGAACAGAGAAAGAGAACAATGATAATAAAGGAATAGGACATTAA 1050 
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LPRVKSDCRA LWTNRFKAFS F — KAPCjNL DLGSYKDFFQ RAQQTLPKNK 
-GATNISQSE IWNSffiESILL STHliKSASVM KSGLFDDFVY QLFELEQQQQ 
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SVHkTV@RR FjAlEAECDVVH VMLN9sjRSKI FDKNSTfBsV iVHlJflQPEK 
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ATGATGAAYG TNATHYTNTT YYTNACNYTN 
YWSNGCNCAR CAYCARATHA AYYTNYTNWS 
GYACNCARTG GAARGTNGAR CAYGGNGCNA 
ATHTGGAAYW SNTTYGARWS NATHYTNYTN 
NTGYGTNATG AARWSNGGNY TNTTYGAYGA 
ARYTNGARCA RCARCARCAR CARMGNCAYC 
TAYTTYCAYW SNCARGTNAT GAAYATHATH 
NGGNGTNTGY MGNWSNYTNG ARACNACNTT 
ARYTNAAYTG GTGYAAYGGN WSNYTNACNG 
GTNTGYGGNT GYGAYTAYAA RWSNAAYGTN 
NGCNWSNGCN GARTAYGCNM GNMGNGCNWS 
TNAAYGGNWS NGTNAARGCN CCNTTYAAYG 
ATHGARYTNC CNYTNYTNAA RCAYCCNMGN 
RYTNGTNCAY WSNYTNGARG AYGTNAAYAA 
GGWSNYTNCA RGARYTNGCN AAYAARYTNA 
MGNTGYATHG AYGAYCCNYT NGARTTYMGN 
YCCNGGNAAR CARYTNTGYC ARTTYWSNGC 
ARACNYTNYT NATHYTNTTY CCNYTNGTNA 
WSNATGAAY 
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